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than chromosome 21 (Schellenberg, Bird, Wijsman, Moore, Bo< Bryant et al., 1988). Since that time, evidence has accumulat another possible gene on chromosome 19 in a few families (C Saunders, Strittmater, Schmechel, Gaskell, Small et al., 1993; P Vance, Bebout, Gaskell, Yamaoka, Hung, Alberts, and Walker, and a more common gene defect, perhaps accounting for most f< with early onset, on chromosome 14 (Mullan, Houlden, Windels Fidani, Lombardi, Diaz et al., 1992; St. George-Hyslop, f-Rogaev, Mortilla, Vaula, Pericak-Vance et al., 1992; Van Broeckl Backhovens, Cruts, DeWinter, Bruyland, Cras, and Martin, 15 few large families, called the Volga Germans for their common j of ethnic migration from Germany to Russia and thence to the 1 States early in this century, also have an inherited form of AD. Volga German families, the inheritance pattern is not consister any of the chromosomal locations associated with other fa This suggests one or more as yet undiscovered genes associate AD or a mixture of genes on different chromosomes in the family.
Continuing Investigation. Viewed in aggregate, these studies ti that AD is a common disorder with genetic heterogeneity, meanii several genetic defects can cause a clinically and neuropatholc similar syndrome. AD can result from mutation in the APP gen possibly follow from overexpression of APP due to gene trip] (DS), and clearly can also be caused by mutations elsewhere human genome. AD may develop from one or more genes on cl some 21 (the APP gene and perhaps one other), a gene on chronn 14, perhaps another on chromosome 19, and one or more genes the Volga German families. Because of the complexity of APP n lism, there is reason to expect that mutations of genes encod enzymes that process amyloid protein could cause an accelerated accumulation of amyloid, leading to AD. The clinical and pathc features of AD may also appear in response to entirely di biochemical defects not yet discovered. Those studying familial fc AD hope to identify and isolate specific gene defects, which wou to the protein those genes encode, and to possible clues about the of Alzheimer's disease.
The common conception that genetic disorders are resistant tc vention has proved untrue in many disorders. There are die tar ments for phenylketonuria, and many genetic disorders reqi environmental trigger. Twin studies, genetic linkage studie searches for specific genes not only provide logical paths for sclinkage.
